¢ 


“4 ASPE 


ite ISSUE BRIEF 


. WEALTH 
iv ¥ € & 


re 
c° 


“A. 
“ ey 








Opioid Abuse in the U.S. and HHS Actions to Address Opioid-Drug Related 
Overdoses and Deaths 


March 26, 2015 


Introduction 


The abuse of and addiction to opioids is a serious and challenging public health problem. Deaths 
from drug overdose have risen steadily over the past two decades and have become the leading 
cause of injury death in the United States.' Prescription drugs, especially opioid analgesics—a 
class of prescription drugs such as hydrocodone, oxycodone, morphine, and methadone used to 
treat both acute and chronic pain— have increasingly been implicated in drug overdose deaths 
over the last decade.’ From 1999 to 2013, the rate for drug poisoning deaths involving opioid 
analgesics nearly quadrupled.* Deaths related to heroin have also increased sharply since 2010, 
with a 39 percent increase between 2012 and 2013. Given these alarming trends, it is time for a 
smart and sustainable response to prevent opioid abuse and overdose and treat people with opioid 
use disorder. 


The U.S. Department of Health and Human Services (HHS) has made addressing the opioid 
abuse problem a high priority and is committed to accelerating its work towards two broad goals: 
1) decreasing opioid overdoses and overall overdose mortality and 2) decreasing the prevalence 
of opioid use disorder. Priority areas for action were identified through a Department wide effort 
that tapped all the scientific, analytical and programmatic expertise contained in HHS agencies. 
The development effort also relied on discussions with states and other stakeholder 
organizations. 


The Secretary’s initiative targets three priority areas to combat opioid abuse: 


Opioid prescribing practices to reduce opioid use disorders and overdose 
Expanded use and distribution of naloxone 

e Expansion of Medication-assisted Treatment (MAT) to reduce opioid use disorders and 
overdose 


A wide variety of possible interventions exists; however, Secretary Burwell directed officials and 
staff leading the initiative’s development to identify a small but targeted set of actions that have 
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the highest likelihood of producing clinically meaningful outcomes — intermediate and long- 
term. Specifically, the actions and strategies in the initiative are grounded in the best research 
and clinical science available. This means reliance on: 


The best available evidence 

The availability to HHS of policy levers to deliver measurable impact 

Policies targeted to high-risk populations 

Each proposed element of the strategy has a reasonable expectation of delivering a 
measurable impact within two years 


These priorities—prescribing practices, naloxone, and MAT—will guide the Department’s 
targeted efforts to take steps that will reduce opioid-related morbidity and mortality. 


Epidemiology 


Mortality data show that there was a 6 percent increase in drug overdose deaths between 2012 
and 2013 (see Table 1). Approximately 37 percent (16,235) of overdose deaths involved 
prescription opioids, a number essentially unchanged from 2012. However, the mortality rate 
from heroin overdose increased each year from 2010 to 2013. Deaths from heroin overdoses 
increased by 39 percent from 2012 to 2013 alone and were approximately 19 percent (8,257) of 
all drug overdose deaths in 2013. 


Prescription Opioids 





Prescription opioids are available as immediate-release (IR) or extended release/long-acting 
(ER/LA) formulations. While improper use of any opioid can result in serious side effects, 
including overdose and death, that risk significantly increases with ER/LA formulations.° 
Prescription opioids also taken in combination with other misused or abused prescription drugs 
such as benzodiazepines (e.g. sedatives like Xanax) and antidepressants are commonly linked to 
overdose deaths.’ 


Existing evidence shows that individuals at greatest risk for prescription opioid overdose include: 


e White and American Indian/Alaska Native people 

e Men (although overdose among women is on the rise) 

e People living in rural areas (clusters in the Southeast—especially in the Appalachian 
region) 
Adults aged 45-54 years 
People who obtain multiple controlled substance prescriptions (especially the 
combination of opioid analgesics and benzodiazepines) from multiple providers 

e People who take high daily dosages of opioid pain relievers 


In addition to mortality, other types of adverse health events tied to prescription opioid abuse 
have increased over the last decade. Rates of emergency department (ED) visits associated with 
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pharmaceutical misuse or abuse increased 114 percent between 2004 and 2011.* In 2011, more 
than 1.4 million ED visits annually were due to the misuse or abuse of pharmaceuticals, with 
420,000 involving prescription opioids and 425,000 involving benzodiazepines. In addition, the 
admission rate for substance abuse treatment for prescription opioid abuse in 2009 was almost 
six times the rate in 1999.” Prescription opioid abuse can also result in other health 
consequences such as neonatal abstinence syndrome, ’ increased risk of transmission of HIV and 
Hepatitis C (associated with injection)'” '', and fractures in older adults (due to falls).'”""° 


Underlying prescription opioid-related morbidity and mortality is the large number of people 
who report nonmedical use of prescription drugs—use without a prescription or use for the 
feeling or experience the drug caused. Nonmedical use of psychotherapeutic drugs in the past 
year among people 12 years and older has ranged from 5.7 to 6.7 percent during 2002-2013, 
according to the National Survey on Drug Use and Health (NSDUH). For prescription pain 
relievers, the percentage has ranged from 4.2 percent to 5.1 percent during this time period.“ 
However, these relatively flat rates of nonmedical use mask a sharp increase in nonmedical use 
of prescription pain relievers by a relatively small number of “heavy users.” Chronic 
nonmedical use — nonmedical use of 200 days or more in the past year — had increased by 
roughly 75 percent between 2002-2003 and 2009-2010.'° 


Among persons aged 12 or older in 2012-2013 who used prescription pain relievers 
nonmedically in the past year, 53 percent received them from a friend or relative for free and 
approximately 15 percent bought or took them from a friend or relative.'° However, recent 
research indicates that the source for nonmedical users varies significantly depending on the 
frequency of nonmedical use. While occasional nonmedical users (those who use the drugs 
nonmedically less than 30 days a year) are most likely to obtain their drugs from a friend or 
relative for free, the highest-use, highest-risk nonmedical users (i.e. those who reported 
nonmedical use 200 or more days a year) were more likely to obtain their drugs directly from a 
doctor’s prescription than from any other source.’ 


Heroin 


As noted earlier, heroin use has sharply increased in recent years. In 2013, the number of past 
year heroin users was 681,000, which was similar to the numbers in 2009 to 2012 (ranging from 
582,000 to 669,000), but markedly higher compared to numbers in 2002-2005, and 2007-2008 
(ranging from 314,000 to 455,000).'° States and cities have reported significant increases in 
heroin deaths since 2010,'* and recent analysis shows that the rate for deaths involving heroin 
has almost tripled since 2010.° A CDC analysis of 28 states from 2010-2012 show heroin 
overdose death rates in 2012 highest among: 


Adults aged 25-34 years old 

White, non-Hispanic people 

Men 

People living in the Northeast and Midwest 
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Between 2002-2004 and 2008-2010, past year heroin use increased among people reporting 
nonmedical use of prescription opioids within the past year, but not among those reporting no 
past year nonmedical use.'” A retrospective analysis of heroin use in the United States over the 
last 50 years showed that among people who initiated abuse of opioids in the 1960s, 80 percent 
reported they initiated with heroin.”° In contrast, among those who began abusing opioids in the 
2000s, 75 percent of individuals indicated they initiated their abuse with prescription opioids. In 
terms of determining factors for this shift to heroin use, study results indicate that heroin has 
become more accessible and significantly cheaper, is easier to inhale/inject, and the potency is 
much greater than prescription opioids.” 


Although available literature indicates that abuse of prescription opioids is a risk factor for future 
heroin use, only a small fraction, roughly 4 percent of opioid abusers, transition to heroin use 
within five years of initiating opioid abuse.” The assertion that a crackdown on the supply of 
opioid pain relievers is the driver of the recent increases in heroin use and deaths does not appear 
to be supported by the currently available data. 


HHS continues to collect data to monitor the relationship between heroin and prescription 
opioids. These data underscore the importance of effective interventions to prevent opioid abuse 
and overdose and treat opioid use disorders. 

What Works 

There is a limited but growing body of research that supports the effectiveness of several 
interventions to address opioid abuse. Continued monitoring and evaluation are essential to 


further strengthen the evidence base and inform program and policy decision making. 


Prescription Drug Monitoring Programs 





Prescription drug monitoring programs (PDMPs) are state-run electronic databases of 
prescriptions for controlled substances and are among the most promising clinical tools to curb 
prescription opioid abuse. PDMPs can provide a prescriber or pharmacist with important 
information regarding a patient’s prescription history, allowing prescribers to identify patients 
who are potentially abusing medications. The organization and operation of PDMPs varies 
among states (e.g. which state agencies houses the PDMP, which controlled substances must be 
reported, how often data are collected and reported, who can access the PDMP, etc.). Currently, 
49 states, the District of Columbia, and one U.S. territory (Guam) have legislation authorizing 
the creation and operation of a PDMP and all but the DC program are operational.”* 


Existing evidence, though limited, indicates the potential of PDMPs to identify high-risk patients 
and impact key prescribing behaviors.” PDMP evaluations have detected positive changes in 
prescribing patterns, decreased use of multiple providers and pharmacies, and decreased 
substance abuse treatment admissions.“*”°°?”"* For example, a preliminary analysis of the 
impact of laws mandating use of PDMPs by prescribers in Kentucky, Tennessee, and New York 
showed reductions in multiple provider episodes (e.g., approximately 75 percent decline in New 
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York).” Controlled substance prescribing also declined (e.g., in Kentucky doses dispensed 
declined for hydrocodone by approximately 10 percent, oxycodone by 12 percent, and 
oxymorphone by 35 percent).”’ Clinical decision support tools and health IT systems 
incorporating PDMP and other clinical data also show promise for improving prescribing 
behaviors and reducing adverse events.°°"'*?"? As states work to adopt more evidence-based 
PDMP practices such as collecting data for all controlled substances, proactive reporting to 
physicians and pharmacists, interstate data sharing, and integration with other health IT systems 
to improve provider use, their effectiveness is likely to increase.** 


Guidelines 


There is a clear correlation between opioid prescribing rates and overdose death rates in the 
United States. From 1999 to 2010, opioid prescribing quadrupled in parallel to increasing opioid 
overdose death rates.” These data underscore the importance of prescribing guidelines that 
encourage the use of opioids when benefits outweigh risks and that promote safe use when 
opioids are needed. There is limited research available to assess the impact of prescribing 
guidelines, and additional study is needed to better understand how to optimally operationalize 
them. However, a recent study of workers compensation patients in Washington State found that 
after the introduction of voluntary opioid guidelines in 2007, there was a 27 percent decline in 
the mean dose for long-acting opioids, a 35 percent decline in the percentage of patients 
receiving 120 morphine milligram equivalents per day or more, and a 50 percent reduction in 
opioid-related overdose deaths among injured workers.*° If followed and universally 
implemented, integrating guidelines into electronic health records or clinical decision support 
platforms may help to reduce inappropriate prescribing of drugs commonly involved in overdose 
deaths. 


Naloxone 


Naloxone is an effective drug to reverse overdose from both prescription opioids and 
heroin.*°°”*8?° As an opioid antagonist, naloxone binds to opioid receptors and can reverse 
the effects of other opioids. It can quickly restore normal respiration to a person whose 
breathing has slowed or stopped as a result of heroin or prescription opioid overdose. Several 
overdose education and naloxone distribution programs have been developed to issue naloxone 
and provide instructions on its use to opioid users, their friends and loved ones, and other 
potential bystanders. An article in Morbidity and Mortality Weekly Report reported that as of 
2010, programs that distribute naloxone to nonmedical personnel had reported more than 10,000 
overdose reversals nationwide since 1996.*! As of November 2014, 23 states have statutes that 
allow for “third-party” prescriptions of naloxone (1.e. the prescription can be written to friend, 
relative or person in a position to assist a person at risk of experiencing an opioid overdose). 
An evaluation of Massachusetts’ overdose education and nasal naloxone distribution program 
found that opioid overdose death rates declined in communities where programs were 
implemented.*® Given the effectiveness of naloxone in overdose reversal, the Food and Drug 
Administration (FDA) has encouraged innovations in more user-friendly naloxone delivery 
systems such as auto-injectors, made particularly for lay use outside of health care settings. FDA 
approved such an auto-injector in 2014. 
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Medication-assisted Treatment (MAT) 


MAT is the use of medications (i.e. buprenorphine, methadone, extended-release injectable 
naltrexone), in combination with counseling and behavioral therapies, to provide a whole-patient 
approach to the treatment of substance use disorders, including opioid use disorders. MAT is a 
safe and effective strategy for decreasing the frequency and quantity of opioid use and reducing 
the risk of overdose and death.*“* Studies have shown that the most effective treatments for 
opioid use disorders are those that include a set of comprehensive medical, social, psychological 
and rehabilitation services that address all the needs of the individual. Furthermore, recently 
published research indicates that the most prevalent forms of MAT, buprenorphine and 
methadone, are similar in terms of effectiveness.*° Although MAT has significant evidence to 
support it as an effective treatment, it remains highly underutilized, being used by an estimated 1 
million of the 2.5 million Americans who might benefit from receiving it. 


Translating Evidence into Action 
HHS is already taking steps to implement the Secretary’s new initiative. President Obama’s FY 


2016 Budget includes an increase of $99 million above FY 2015 for targeted efforts to reduce 
opioid-related morbidity and mortality and the prevalence and impact of opioid use disorders. 





Opioid Prescribing Practices (prescription opioids) 





While actions to address prescription opioid abuse must target both prescribers and high-risk 
patients, prescribers are the gatekeepers for preventing inappropriate access. Interventions to 
improve safe and appropriate prescribing must balance the use of these drugs for legitimate 
purposes with the need to curb dangerous practices. Within this priority area are three objectives: 


e Improve clinical decision-making to reduce inappropriate prescribing 

e Enhance prescription monitoring and health information technology (health IT) to support 
appropriate pain management 

e Support data sharing by providers to facilitate appropriate prescribing 


Some key actions include: 


Increased investments in evidence-based state prevention interventions, including PDMPs 
Building off the infrastructure of the Prevention Boost and Core Violence and Injury Prevention 
programs, CDC received $20 million in FY 2015 and will launch the Prescription Drug 
Overdose Prevention for States program, which will target states with high burdens of 
prescription drug overdose morbidity and mortality. This funding will expand state-level 
interventions that focus on improving prescribing to prevent overdose, including enhancements 
to PDMPs. Another $65 million is proposed in the FY 2016 President’s Budget to expand the 
program to all 50 states and Washington, DC. The PDMP component of this program is 
designed to advance broad adoption of universal, real-time, actively managed PDMPs. Also in 
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FY 2015, CDC is initiating a rigorous evaluation of this new program that will inform program 
improvements to ensure the highest public health impact as the program expands. 


Establishing opioid prescribing guidelines for chronic pain and working to ensure effective 
implementation of guidelines 

To improve clinical decision making to reduce inappropriate opioid prescribing, CDC is 
developing guidelines for opioid prescribing for chronic pain outside the setting of end-of-life 
care. To ensure effective implementation of guidelines, the Office of the National Coordinator 
for Health Information Technology (ONC) will build upon this work by exploring opportunities 
to convert guidelines into standardized, sharable, health IT-enabled clinical decision support 
interventions. 


Naloxone (prescription opioids and heroin) 


To support the important role of naloxone in overdose prevention, the initiative focuses on three 
objectives: 


e Expand utilization of naloxone 

e Accelerate the development and availability of new naloxone formulations and user friendly 
products 

e Identify and disseminate best practice naloxone delivery models and strategies 


Some key actions include: 


Research trials on implementation and dissemination of overdose prevention programs 

The National Institute on Drug Abuse (NIDA) within the National Institutes of Health (NIH) is 
supporting a number of research trials exploring the efficacy of prescribing take-home naloxone 
for individuals at high risk of prescription opioid or heroin overdose or at high risk of witnessing 
an overdose. FDA is also supporting the development of new opioid overdose treatments by 


using its expedited review programs. 


Expanding utilization of naloxone through grants program to states 

States are now permitted to use some of their substance abuse block grant funds to purchase 
naloxone and the necessary materials to assemble and disseminate overdose kits and increase 
education/training on the use of naloxone. The FY 2016 President’s Budget proposes that 
Substance Abuse and Mental Health Services Administration (SAMHSA) issue $12 million in 
grants to states to purchase naloxone, equip first responders in high-risk communities, and 
provide education and the necessary materials to assemble overdose kits, as well as cover 
expenses incurred from dissemination efforts. 


Medication-assisted Treatment (prescription opioids and heroin) 


Given expanded coverage of substance abuse treatment services in recent years through the 
Affordable Care Act (ACA) and mental health parity, there is a greater need to address barriers 
that hinder access to treatment including policy and regulation that limit eligible providers or the 
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required training for delivering certain MAT services. Within the MAT priority area are two 
objectives: 


e Support research that informs effective use and dissemination of MAT and accelerates 
development of new addiction treatment medications 
e Increase access to clinically effective MAT strategies 


Some key actions include: 


Research to support effective MAT strategies 

NIDA is currently supporting research on the effects of the ACA on MAT implementation and 
the efficacy of implementation strategies for MAT in medical and criminal justice settings, 
among other study topic areas. In addition, FDA is also promoting the development of 
medications for the treatment of opioid use disorders by using its expedited review programs. 


Investments in MAT services 

In FY 2015, SAMHSA will provide $12 million through a demonstration grant program to 
expand treatment services for opioid dependence. Grants will provide accessible, effective, 
comprehensive, coordinated, and evidence based MAT and recovery support services including 
the use of FDA-approved agonist medications (e.g., methadone, buprenorphine products 
including buprenorphine/naloxone combination formulations and buprenorphine mono-product 
formulations) for the maintenance treatment of opioid use disorder and opioid antagonist 
medication (e.g., naltrexone products including extended-release and oral formulations) to 
prevent relapse to opioid use education. The FY 2016 President’s Budget proposed an additional 
$13 million expansion of this program to increase the number of states that would receive 
targeted funding to address prescription drug misuse and heroin use through expanded MAT 
services. HHS is also exploring policy changes that would increase access to providers certified 
to deliver MAT. 


Many activities that fall within the three priority areas of the Secretary’s initiative are currently 
or soon to be underway and represent significant additional investments in opioid-drug related 
activities proposed as part of the President’s FY 2016 Budget. The President’s FY 2016 Budget 
proposes an increase of $99 million above FY 2015 for targeted efforts to reduce opioid-related 
morbidity and mortality and the prevalence and impact of opioid use disorders, which includes 
both prescription opioids and heroin. 


Next Steps 


HHS continues to coordinate with agencies across the Department to ensure effective 
implementation of the initiative’s programs and policies. HHS has also prioritized the 
development of an evaluation strategy to identify the most effective strategies and inform future 
policymaking that will have the greatest public health impact. Evaluation is a critical component 
of the initiative to identify what works and how the most effective interventions can be taken to 
scale. 
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HHS leadership has joined together to aggressively implement the new initiative and monitor 
progress. Many activities are already underway, and the Department continues to seek 
opportunities to work with its partners on this critical issue. The challenges are significant, and 
thus the Department looks to all stakeholders — at all levels of government, industry and 
providers — to help address this crisis. 


Table 1. Number of Drug Poisoning Deaths by Category, United States, 2011-2013 


% change | % change 
2011 2012 2013 from 2012- | from 2011- 
2013 2013 


Total drug-porsoning deaths 41,340 41 pase | a9e 982 6.00% 6.40% 
(drug overdose deaths) 


Heroin deaths 4,397 M920 8,257 39.40% 87.80% 


Opioid analgesics deaths 16,917 16,007 16,235 1.40% -4.00% 


Sources: Centers for Disease Control and Prevention. Wide Ranging Online Data for Epidemiologic Research 
(CDC WONDER). Available at: http://wonder.cdc.gov/. 
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